MATERI AL SAFETY DATA SHEET

| SECTION 1 CHEM CAL PRODUCTS & COMPANY | DENTI FI CATI ON |
G D. SEARLE, L.L.C FOR EMERGENCY SOURCE | NFORMATI ON
A SUBSI DI ARY OF PHARMVACI A CORP. CONTACT:

P.O. BOX 5110 (800) 821- 7000

CH CAGO, IL 60680

Cel ebr ex CAS Nunber: 169590- 42-5

RTECS: Not Assi gned
SUBSTANCE: Cel ebrex Capsul es

TRADE NAMES/ SYNONYMS:  4-[5-(4- Met hyl phenyl )-3-(trifluoronethyl)-1H
pyrazol - 1-yl ] benzenesul f onam de; Cel ecoxi b; Cel ebra; Sol exa; SC 58635;
SC58635

CREATI ON DATE: 5/17/1994 REVI SI ON DATE: 8/ 16/ 2002

COVPONENT CAS NUMBER PERCENTAGE EXPOSURE GUI DELI NES
Monsanto Work Pl ace
Per m ssi bl e Exposure Cui deline
SC- 58635 169590-42-5 37.0 - 74.1% 2.0 ng/nB (8 hr. TWA)

NFPA RATINGS (Scale 0-4): Health=2 Fire=1 Reactivity=1
( U=Unknown)

LR IR I I I I I I I I I I I B S I I I I B I I I I I I I B B I B I I S I I I I I I B I I B I I I I B B I I S I I I I I I I I S I
L I I I I I I I I I I I I I i I I I I i i e I i i I I e i S e i S I I I I i i e e I I i e I e e i e i i e I i e i i i e i i I i i i i S i S S S

EMERGENCY OVERVI EW

SC-58635 is a white solid material. SC-58635 is the active
conponent of Celebrex. Celebrex is marketed as a nonsteroi dal
anti-inflanmatory drug (NSAID). The dosage formmy be a 100
ng, 200 ng or 400 ng capsul e.

Cel ebrex may have a simlar toxicity profile to other nmenbers of
the NSAI D cl ass of nedications. NSAIDs can cause allergic
reaction or a syndrone of runny nose, skin rash and breat hi ng



difficulties which can be severe. |f these synptons are not ed,
seek nedical attention imediately.

CAUTI ON:

- | ndi vidual s with known hypersensitivity, or allergic reactions
to cel ecoxib or sul fonam des should avoid exposure.

- I ndi viduals with a history of pre-existing asthma, skin rash or
other allergies after taking aspirin or other NSAI Ds shoul d
avoi d exposure.

- Pregnant / nur si ng wonen shoul d avoi d exposure.

- | ndi viduals with a history of edema, fluid retention, high blood
pressure or heart failure should consult a physician before

exposure.
- | ndi vi dual s taki ng anticoagul ants (e.g. Warfarin, Counadin,
etc.), lithium fluconazole, furosem de (Lasix, others) or

angi ot ensi n converting enzyne (ACE) inhibitors should discuss
this wth a physician before exposure.
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POTENTI AL HEALTH EFFECTS:

| NHALATI ON:
SHORT TERM EXPOSURE: No information regarding inhal ation hazards
LONG TERM EFFECTS: No information regarding inhalation hazards

SKI N CONTACT:
SHORT TERM EXPOSURE:
Based on aninmal studies, this material is not expected to cause
skinirritation.
LONG TERM EFFECTS: No infornmation regardi ng skin contact

EYE CONTACT:
SHORT TERM EXPOSURE:
Based on animal studies, this material may cause eye irritation.
LONG TERM EFFECTS: See Short Term Exposure

| NGESTI ON:
SHORT TERM EXPOSURE:
See Long Term Effects.



LONG TERM EFFECTS:
Use of Cel ebrex has been associated with the follow ng effects:

Al lergies: Asthma, anaphylaxis with breathing difficulties
which may require i nmmedi ate energency treatnent.

Gastrointestinal: Nausea, upset stonach, diarrhea, abdom nal

di sconfort, perforating ulcer, gas, pancreatitis, bl eeding

ul ceration or perforation of the gastrointestinal |ining, bloody
or black stools, right upper abdom nal tenderness, |iver

reactions including jaundi ce and severe hepatitis wth synptons
of fatigue, nausea and itching skin.

Respiratory: Sore throat and sinuses, runny nose.

General: GCGeneralized swelling, tender skin rash, allergic skin
rash, flu-like synptons, headache, dizziness, neuropathy

Cinical use of other nonsteroidal anti-inflammtory drugs
(NSAI Ds) has al so been associated with the foll ow ng effects:

Ki dneys: Painful or frequent urination, fluid retention, blood
or protein in the urine.

Bl ood: Prol onged bl eedi ng.

Skin: Photosensitivity.

QO her: R nging in the ears.

CARCI NOGEN STATUS:

Based on aninal studies, there is no evidence that Cel ebrex is
car ci nogeni c.

| NHALATI ON:
Renmove to fresh air, nonitor blood pressure, respiration, tenperature
and general condition. Get nedical attention pronptly.

SKI' N CONTACT:



Renmove contam nated clothing. Wash skin with soap and water. GCet
medi cal attention if irritation devel ops.

EYE CONTACT:
| mredi ately flush eyes with | arge anounts of water for 15 m nutes.
Get nedical attention pronptly.

| NGESTI ON:
Provi de general support and nonitor blood pressure, respiration,
tenperature and general condition. Get nedical attention pronptly.

NOTE TO PHYSI Cl AN:  See Section 11
ANTI DOTE: No antidote appropriate. Supportive care as indicated.

FI RE AND EXPLOSI ON HAZARD: W1l burn if involved in a fire
FLASH PO NT: Not applicable

LONER FLAMMABLE LIMT: Not applicable

UPPER FLAMMABLE LIM T: Not applicable

AUTO GNI TION:  Not applicable

FLAMVABI LI TY CLASS (OSHA): Not known

HAZARDOUS COVBUSTI ON PRODUCTS:
Hydr ogen fl uoride, oxides of nitrogen and sul fur

EXTI NGUI SHI NG MEDI A:
Use dry chem cal, carbon dioxide, water spray, regular foam or
extingui shi ng agent suitable for surrounding fire.

FI REFI GHTI NG
Evacuate area and fight fire froma safe distance. As in any fire,
wear pressure demand sel f-contained breathing apparatus, and full
protective gear.



OCCUPATI ONAL SPI LL:
Vacuum material with HEPA filter vacuum cl eaner or wet sweep.
Col | ect waste for proper disposal. Keep unnecessary people away. Do
not flush spilled material into sewer.

Use with adequate ventilation. Avoid breathing dust. Avoid contact with
eyes, skin or clothing. No special storage provisions necessary.

MEASUREMENT METHOD: Not est abl i shed
VENTI LATI ON: Local exhaust ventil ation
EYE PROTECTI ON: Safety gl asses

CLOTHI NG Long sleeves (if potential for skin contact) and di sposabl e
coveralls.

GLOVES:
Chemically resistent gl oves should be used. This conpound has not
been specifically evaluated for glove suitability.

RESPI RATORY PROTECTI ON:
Choi ce of respirators can vary dependi ng on individual circunstances.
The specific application should be evaluated to determne if the
foll ow ng recommendati ons are appropri ate.



HEPA air-purifying respirator for operations wth adequate
ventilation but with sone potential for exposure (such as nmanual
transfer operations).

Supplied-air respirator for operations w thout adequate ventilati on.

FOR FI REFI GHTI NG AND OTHER | MVEDI ATELY DANGEROUS TO LI FE OR HEALTH
CONDI TI ONS WEAR:  Sel f-cont ai ned breat hi ng appar at us

DESCRI PTION: Wiite solid
MOLECULAR VEI GHT: 381. 38
MOLECULAR FORMULA: C17H14F3N3O2S
BO LI NG PO NT: Not applicable
FREEZI NG MELTI NG PO NT: 156- 157 C
VAPCR PRESSURE: Not applicable
VAPCR DENSI TY: Not applicable
SPECI FI C GRAVI TY:  Not known
WATER SOLUBI LI TY: Not soluble in water
VOLATILITY: Not applicable
ODOR THRESHOLD: Not known
EVAPCRATI ON RATE: Not applicable
VI SCCSI TY: Not applicable
SOLVENT SOLUBI LI TY:
Acet one, ethanol, DVMSO, ethyl acetate and net hyl ene chloride
PH.  Not applicable

REACTI VI TY: St abl e under nornmal conditions of tenperature and pressure.
CONDI TIONS TO AVAO D: Not known

| NCOVPATI BI LI TIES: Not known

HAZARDOUS DECOMPOSI TI ON: Not known

POLYMERI ZATI ON: Not known



EYE EFFECTS: Mnimal irritant in rabbits
SKIN EFFECTS: Non-irritating in rabbits

ACUTE TOXI CI TY DATA:
Rat--Oral LD50: > 2000 ng/ kg

Decreases in urinary chloride and sodi um concentrations in rats after
four days of oral dosing at 100 ny/kg/ day.

MUTACGENI CI TY:
Negative in the Ares Assay and in nmammalian cells. Negative for
direct DNA damage in vitro and for potential to cause chronosomal
aberrations in vitro (in Chinese Hanster Ovary cells) or to induce
m cronuclei in bone marrow in rats (dosages up to 600 ng/ kg/day for
t hr ee days.

CARCI NOGENI CI TY:
Negative in two year oral bioassays in rats and m ce.

CHRONI C EFFECTS:
In a six nonth oral toxicity study in rats, death occurred at 80

ng/ kg/ day and hi gher, and gastrointestinal and renal effects were
seen at 80 ny/ kg/day and 400 ng/ kg/ day respectively. The NOEL was 20

ng/ kg/ day.

A NOEL of 35 ng/kg/day was identified in a one year oral toxicity
study in dogs.

SUBCHRONI C EFFECTS:
Gastrointestinal injury (300 ng/kg/day and hi gher) and renal effects
(1000 ng/ kg/ day) have been observed in mce in a two week dietary
study. The no-observed-effect-level (NOEL) was 100 nyg/ kg/day in
mal es and 300 ng/ kg/day in fenales.

Gastrointestinal injury and death were noted at 600 ny/ kg/day and



i ver weight increases at 400 ng/kg/day in a four week oral toxicity
study in rats.

A NCEL of 20 ny/kg/day was reported in a 13 week oral dose study in
rats. Renal effects were seen at 80 ng/kg/day and higher in this
study and antinaturesis, a pharnacol ogi cal consequence of

prostagl andin inhibition, was seen at doses of 20 ng/kg/day and

hi gher.

In a four week oral dog study, nortality/noribundity was seen at
doses of 50 ny/kg/day and higher. Gstrointestinal injury and renal
effects were noted at doses of 50 ng/kg/day and higher. The NOEL
dose was 25 ny/ kg/ day.

A NOEL of 35 ng/kg/day was reported in a 13 week oral dose study in
dogs.

The above nentioned target organ effects are consistent with those
reported for NSAI Ds.

REPRCDUCTI VE:
Evi dence of enbryolethality was observed in rabbits at oral exposures
greater than ten tinmes the projected efficaci ous exposure (doses of
600 ng/ kg/day). This effect is consistent with effects reported for
non-steroidal anti-inflammtory drugs (NSAIDs).

No effects on fertility were observed in nale and fenmale rats at oral
dosages up to 600 ny/ kg/ day.

Pre- and post inplantation | osses were seen at an oral dose of 300
ng/ kg/ day in rabbits and at 50 ng/ kg/day and higher in rats.

TERATOCGENI CI TY:
No evidence of mal fornmations produced by SC 58635 was observed in
studies in rabbits. Diaphramatic hernia was noted in rat fetuses at
a maternal oral dose of 100 ny/ kg/day and hi gher.

LOCAL EFFECTS:
Negative for antigenicity in studies with m ce and gui nea pi gs.
Negative in a guinea pig nmaxim zation study for dermal sensitization.

TARGET EFFECTS:



Gastrointestinal tract and ki dney.

AT | NCREASED Rl SK FROM EXPOSURE:
See " CAUTI ON' under EMERGENCY OVERVI EWin Section 3.

ADDI TI ONAL DATA:
In addition to the synptons described in Section 3, hunman use of
Cel ebrex has been associated with the foll ow ng:

General: Wight gain or loss, fluid retention, edensn.
Gastrointestinal: Increases in sone |liver enzyne |evels (notably
ALT, AST), pancreatitis, fatal fulmnant hepatitis, |iver necrosis,
fatal liver failure.

Hemat ol ogi cal: Anem a, thronbocytopenia, |eukopenia, ecchynoses,

I ncreased bl eeding tine, agranul ocytosis, pancytopeni a.

Renal : Al bum nuria, hematuria, renal calculus, renal insufficiency,

acute interstitial nephritis, nephrotic syndronme, papillary necrosis.
Skin: Severe skin reactions including erythema nultiforme, toxic

epi dermal necrolysis, Sweet's syndrone.

QG her: Hypogl ycem a, hyperchl orem a, hypophosphotem a, el evated BUN.

ENVI RONMENTAL OVERVI EW
The environnental and ecol ogi cal aspects of this chem cal have not
been fully characterized. Care should be used in handling.

ACUTE AQUATI C TOXICI TY:

NCEC
Speci es ng/ L (nmg/ L)
Daphni ds (i nvertebrate) 48 hr. >1.5 (EC50) 48 hr. 1.5
Fat head M nnows 96 hr. >1.2 (LC50) 96 hr. 1.2
(vertebrate)
G een Al gae 12 days >0.11 (MO 12 days 0.11

Bl ue- G een Al gae 14 days >1.5 (MO 14 days 1.5



DEGRADABI LI TY:
Aer obi ¢ bi odegradati on occurs slowy in
6 nonth half-life. The netabolic profi
product is less toxic and | ess persiste
parent conpound.

di cates the degradation

oan1§oils wth an esti mat ed
| |
In the environment than the

I
le in
nt in

LOG Bl OCONCENTRATI ON FACTOR (BCF): Not known
LOG OCTANOL/ WATER PARTI TI ON COEFFI CI ENT:  Not known

| nci nerate in approved facility. Cbserve all federal, state and | ocal
regul ati ons when di sposing of this substance.

HAZARDOUS MATERI ALS DESCRI PTI OV PROPER SHI PPI NG NAME: | ATA (air): Not
Regul at ed; DOT (ground): Not regqul ated

HAZARD CLASS: Not applicable
| DENTI FI CATI ON NUMBER: Not applicable

El NECS NUMBER. Not assi gned

TSCA STATUS: Not applicable

CERCLA SECTI ON 103 (40CFR302.4): Not applicable
SARA SECTI ON 302 (40CFR355.30): Not applicable
SARA SECTI ON 304 (40CFR355.40): Not applicable
SARA SECTI ON 313 (40CFR372.65): Not applicable
OSHA PROCESS SAFETY (29CFR1910.119): Not applicable



CALI FORNI A PRCOPCSI TI ON 65: Not applicable
RCRA: Not applicable

SARA HAZARD CATEGCORI ES, SARA SECTI ONS 311/312 (40 CFR 370. 21)
ACUTE HAZARD: Not applicable

CHRONI C HAZARD: Not applicable

FI RE HAZARD: Not applicabl e

REACTI VI TY HAZARD: Not applicable

SUDDEN RELEASE HAZARD: Not applicable

The information here provided is believed to be accurate and represents
the best information currently available to Searle, and Searl e assunes no
liability resulting fromits use. Users should nake their own

i nvestigations to determne the suitability of the information for their
particul ar purposes.



